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AB The invention relates to the use of an anti-angiogenic agent, such as I 

(preparation given) , in combination with an inhibitor of the Src family of 
non-receptor tyrosine kinases, such as the II (prepns. according to a 
previous patent given), in the manufacture of a medicament for use in the 
substantially normotensive treatment in a warm-blooded mammal such as a 
human being of a disease state associated with angiogenesis . The invention 
provides for the Src kinase inhibitor to be administered in an amount 
effective to counteract substantially the hypertension induced by the 
anti-angiogenic agent. Thus, 7- ( 2-chloroethoxy ) -4- ( 6-chloro-2 , 3- 
methylenedioxyanilino ) -5-isopropoxyquinazoline was coupled with 
1-acetylpiperazine using KI in DMA to give I. The diastolic blood 
pressure profile of rats over a 24 h period after administration of a 
combination of 1.5 mg/kg of I and 25 mg/kg of II demonstrated that the 
contrasting blood pressure effects of the antiangiogenic agent and the Src 
kinase inhibitor were substantially counterbalanced. 
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The present invention relates to a pharmaceutical combination for the 
treatment of diseases which involves cell proliferation, migration or 
apoptosis of myeloma cells, or angiogenesis. The invention also relates 
to a method for the treatment of said diseases, comprising 
co-administration of effective amts. of specific active compds . and/or 
co-treatment with radiation therapy, in a ratio which provides an additive 
and synergistic effect, and to the combined use of these specific compds. 
and/or radiotherapy for the manufacture of corresponding pharmaceutical 
combination prepns. The pharmaceutical combination can include selected 
protein tyrosine kinase receptor antagonists and further chemotherapeutic 
or naturally occurring semisynthetic or synthetic agents. 
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AB The present invention provides the combined use of acryloyl distamycin 
derivs., in particular a-bromo- and a-chloro-acryloyl 

distamycin derivs., and a protein kinase (serine/threonine and tyrosine 
kinases) inhibitor, in the treatment of tumors. Also provided is the use 
of the said combinations in the treatment or prevention of metastasis or 
in the treatment of tumors by inhibition of angiogenesis . An example 
protein kinase inhibitor is STI 571 and a distamycin derivative is 
brostallicin (I). 
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OTHER SOURCE(S): MARPAT 135:283196 

AB The invention concerns the use of a combination of an anti-angiogenic 

agent and an anti-hypertensive agent for use in the manufacture of a medicament 
for the treatment of a disease state associated with angiogenesis in a 
warm-blooded mammal, such as a human being. The invention also relates to 
pharmaceutical compns. comprising an anti-angiogenic agent and an 
anti-hypertensive agent, to kits thereof and to a method of treatment of a 
disease state associated with angiogenesis which comprises the administration 
of an effective amount of a combination of an anti-angiogenic agent and an 
anti-hypertensive agent to a warm-blooded animal, such as a human being. 
Anesthetized rats were dosed orally with 12.5 mg/kg of 
4- ( 4-bromo-2-f luoroanilino ) -6-methoxy-7- ( 1-methylpiper idin-4- 
ylmethoxy ) quinazoline for 10 days, then they were dosed orally with 30 
mg/kg captopril in addition to quinazoline compound The increase in diastolic 
blood pressure was reversed by the addition of captopril. 
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AB The title compds . (I) [wherein A = an 8-, 9-, 10-, 12- or 13-membered 
bicyclic or tricyclic ring optionally containing 1-3 0, N, and/or S 
heteroatoms; Z = 0, NH, S, CH2 , or a bond; n = 0-5; m = 0-3; R2 = H, OH, 
halo, CN, N02, CF3, alkyl ( sulf anyl ) , alkoxy, NR3N4, or R5X1; R3 and R4 = 
independently H or alkyl; XI = a bond, O, CH2, OC(O), CO, S, SO, S02, 
NR6CO, CONR7, S02R8, NR9S02, or NR10; R5 = H or (un) substituted alkyl, 
alkenyl, alkynyl, or heterocyclyl, etc.; R6-R10 = independently H or 
(alkoxy) alkyl] were prepared for use in the production of an antiangiogenic 
and/or vascular permeability reducing effect in warm-blooded animals. For 
instance, II was synthesized in a 9-step sequence starting with the 
cyclization of 2-amino-4-benzyloxy-5-methoxybenzamide using Gold's reagent 
in dioxane to form 7-benzyloxy-6-methoxy-3 , 4-dihydroquinazolin-4-one 
(84%). I and the pharmaceutically acceptable salts thereof inhibit the 
effects of VEGF, a property of value in the treatment of a number of disease 
states including cancer and rheumatoid arthritis (no data) . 
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AB The invention relates to the use of an anti-angiogenic agent, such as I 

(preparation given) , in combination with an inhibitor of the Src family of 
non-receptor tyrosine kinases, such as the II (prepns. according to a 
previous patent given), in the manufacture of a medicament for use in the 
substantially normotensive treatment in a warm-blooded mammal such as a 
human being of a disease state associated with angiogenesis . The invention 
provides for the Src kinase inhibitor to be administered in an amount 
effective to counteract substantially the hypertension induced by the 
anti-angiogenic agent. Thus, 7- ( 2-chloroethoxy ) -4- ( 6-chloro-2 , 3- 
methylenedioxyanilino ) -5-isopropoxyquinazoline was coupled with 
1-acetylpiperazine using KI in DMA to give I. The diastolic blood 
pressure profile of rats over a 24 h period after administration of a 
combination of 1.5 mg/kg of I and 25 mg/kg of II demonstrated that the 
contrasting blood pressure effects of the antiangiogenic agent and the Src 
kinase inhibitor were substantially counterbalanced. 

IT 288383-20-0, 4- ( 4-Fluoro-2-methylindol-5-yloxy ) -6-methoxy-7- [3- 
( pyrrol idin-l-yl ) propoxy ] quinazoline 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(angiogenesis inhibitor; therapeutic agents comprising an 
anti-angiogenic agent in combination with an Src inhibitor for use in 
normotensive treatment of angiogenesis) 
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AB The present invention relates to a pharmaceutical combination for the 
treatment of diseases which involves cell proliferation, migration or 
apoptosis of myeloma cells, or angiogenesis . The invention also relates 
to a method for the treatment of said diseases, comprising 
co-administration of effective amts. of specific active compds . and/or 
co-treatment with radiation therapy, in a ratio which provides an additive 
and synergistic effect, and to the combined use of these specific compds. 
and/or radiotherapy for the manufacture of corresponding pharmaceutical 
combination prepns. The pharmaceutical combination can include selected 
protein tyrosine kinase receptor antagonists and further chemotherapeutic 
or naturally occurring semisynthetic or synthetic agents. 

IT 288383-20-0 
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(Biological study); USES (Uses) 

(drug combinations for diseases involving cell proliferation and 
migration or apoptosis or angiogenesis including protein tyrosine 
kinase receptor antagonists and radiotherapy) 
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AB The present invention provides the combined use of acryloyl distamycin 



derivs., in particular a-bromo- and ct-chloro-acryloyl 

distamycin derivs., and a protein kinase (serine/threonine and tyrosine 
kinases) inhibitor, in the treatment of tumors. Also provided is the use 
of the said combinations in the treatment or prevention of metastasis or 
in the treatment of tumors by inhibition of angiogenesis . An example 
protein kinase inhibitor is STI 571 and a distamycin derivative is 
brostallicin (I). 
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RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combined antitumor therapy comprising acryloyl distamycin derivs. and 
protein kinase (serine/threonine kinase) inhibitors) 
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OTHER SOURCE(S): MARPAT 135:283196 

AB The invention concerns the use of a combination of an anti-angiogenic 

agent and an anti-hypertensive agent for use in the manufacture of a medicament 
for the treatment of a disease state associated with angiogenesis in a 
warm-blooded mammal, such as a human being. The invention also relates to 
pharmaceutical compns. comprising an anti-angiogenic agent and an 
anti-hypertensive agent, to kits thereof and to a method of treatment of a 
disease state associated with angiogenesis which comprises the administration 
of an effective amount of a combination of an anti-angiogenic agent and an 
anti-hypertensive agent to a warm-blooded animal, such as a human being. 
Anesthetized rats were dosed orally with 12.5 mg/kg of 
4- ( 4-bromo-2-f luoroanilino ) -6-methoxy-7- ( 1-methylpiper idin-4- 
ylmethoxy ) quinazoline for 10 days, then they were dosed orally with 30 
mg/kg captopril in addition to quinazoline compound The increase in diastolic 
blood pressure was reversed by the addition of captopril. 

IT 288383-20-0 

RL : BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(therapeutic combinations of antihypertensive and antiangiogenic 
agents ) 
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AB The title compds . (I) [wherein A = an 8-, 9-, 10-, 12- or 13 -member ed 
bicyclic or tricyclic ring optionally containing 1-3 O, N, and/or S 
heteroatoms ; Z = O, NH, S, CH2, or a bond; n = 0-5; m = 0-3; R2 = H, OH, 
halo, CN, N02, CF3, alkyl ( sulf anyl ) , alkoxy, NR3N4, or R5X1; R3 and R4 = 
independently H or alkyl; XI = a bond, O, CH2, OC(O), CO, S, SO, S02, 
NR6CO, CONR7, S02R8, NR9S02, or NR10; R5 = H or (un) substituted alkyl, 



alkenyl, alkynyl, or heterocyclyl, etc.; R6-R10 = independently H or 
(alkoxy) alkyl] were prepared for use in the production of an antiangiogenic 
and/or vascular permeability reducing effect in warm-blooded animals. For 
instance, II was synthesized in a 9-step sequence starting with the 
cyclization of 2-amino-4-benzyloxy-5-methoxybenzamide using Gold's reagent 
in dioxane to form 7-benzyloxy-6-methoxy-3 , 4-dihydroquinazolin-4-one 
(84%). I and the pharmaceutically acceptable salts thereof inhibit the 
effects of VEGF, a property of value in the treatment of a number of disease 
states including cancer and rheumatoid arthritis (no data) . 
IT 288383-20-0P, 4- ( 4-Fluoro-2-methylindol-5-yloxy ) -6-methoxy-7- [ 3- 
( pyrrol idin-l-yl ) propoxy ] quinazoline 

RL : BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(angiogenesis inhibitor; preparation of quinazolines as angiogenesis 
inhibitors by cyclization of 2-aminobenzamides and subsequent 
derivatization) 
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